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1 . A Gompound of tho fbrmufa 




whaiBin X and Y am each Independentiy of 010 oth^ 

unsuboiiluted ormotK)- or poly^sulsfitiited by sutot^^ from the group 

ocrolafing of tower etf kyl, tower aOcoxy, halogen. nltiQ and trfQuoRvnethyf; or a ealt thefeof. 

7*T}mu98ofacompoundaocoidlngtoanyon80fclatrn8l lo4.lnltiepr8paiationara 
pharmaceutioal compoaUion for the treatment of dlaoideratndiioed ty eutstance P. 



Abstract 



The Invention relates to novel N*(3,5Hiiis^trlf luon^mettiyKbenzoyQ-a-ten^ 
amtno)i4)erSdines of tfm fofinula 




wherein X and Y ate each independently of the ottier N ai^^ 
unsubstilutetf or mono- or pofy-subsmuted by substltuems sfitected fiom the gtoup 
coning of lower alky!, lower alkoxy, haiogen, mtm and tnfluorometl^* and the sato 
ttereof. to tiie use thereof , k> piooesees for the prepaiaflon themof ar^ 
compo sM one compifsing a compound acoorcfir^ to the invention or a pha nn a oBUBcagy 
acceptable saitfliereof. 
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Aroyl-pipcndine derivatives 



The fd]ovnng statement is a ftiUdesor^Ofl of tbh inventiim, mclitding the best method of 
perfonxiing it known to mo 
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4-a>t6G/A 



The mvenfion aims to novel ^K3,54li8-tl1foorDm8thyl4lef^ 
Ainiiio)-plpeMine8 of the fonmula 




«••• 
•«•« 

»• - 

9 •••• 



«••• 
• • • 
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1/itoreIn X and Y are each Ind^iendently of the Other N 

i^isubstftuted ortnono- orpd^bstitutedbysubstttumlBeeleotedfimthdgit^ 

consistir^ of lower aBcyl» towarglkoxy, halogen, nftroand tiffl uonH n eUi ^ and the fflte 

1heieQl« 10 the use tteiBof , 10 promeee for M piepB!^^ 

oomposttlons co^npitslr^ a compound according to the invenQan or a frtuumaoMiticafly 

aoceptat)Ie salt thereof. 

IPhe oompounde of foonu la f may be piesem In the fonn of saltei espedaOy phamfiacoitlo* 
any acceptable 8alt& Add addlllonscdts can be fonm^ w&h the t»G5lc centre of the pIpeH- 
(fine ring. Suftable as the add component am. for examf^e, strmg horganic eedtOs, such as 
mtneral adds, for example eulfuilc add, phosphoito acnte, lor example orthophosphodc 
add, hydrohalioaddSi for example hydtochlodcacKt or aliong 019^0^ cartwiQ^ 
such as uneutMtituled or auhstmited. for e)ample halo-eubdiluted, lower aScanecartKxxyffc 
adds, for example acetic add or tiifluorrao^ aek!, oi" satumted or unsatuiatnt cftcartKwyl* 
le adds» for example oxaflc malonlc, sucdnic, maieic, fumade, phthallc or tereftfithallc add, 
or hydroxycaitKixyOc adds, for example ascortslc, ^lyooQc; tacUCi maflOi tartade ordtric acftf, 



-2- 



am!ru> adds, for exempte aspaitic or glutamic add, or benzoic add, or oipoifc auifdnic 
adds, such as unsubstituted or substituted, lor oxample halo-«ubstitut8d, loweridicane- 
sulonic adds, for example methanasulfonto add, orunaibstitulBd or subsflliiled, for 
exampls lower alky^substlluied, aryto^ 

that are not suttablb for thempautic use ara also hduded; the latter salts can be used, for 
example, in the isolation or purifloatfon erf fies compouncte of foimuta i or the 
pham»ceut!oaIly acceptable sails thereof. Only the phamiaceu6calJy acceptable, non-tosdo 
«at8 are used therapmjtically and tho^ are therefore prefened. 

Since the compounds aoooriflng fo ^ invention have at least two ^ 
atoms they nmy aooonilngiy be present in the fomi of steieotomem, stereo^^ 
robdufos and In the fonn of the (subslanfii^) pure (fia8leiBol»»iei8.l1)6 pnseent iriveritton 
relates also to oonvspondine 8tsr8«temeia 



Preference Is van to compounds of formula I wherein the ring A Is substituted. 



• •••• 



• 

• 9 ' m 



• • • 
«• • 



•••• 



Unless otherwise defined, the general tenns uBBd hereinbefore and i^relnaftar h»re the 
meanlf^js given Isaiowi 

The temi^lower" denotes that groups and oonipounds 8^ up to 

and including 7,prefefBblyfiom1 up to and Including 4, carbon atoms. 

Lower alkyi is, for example, methyl, ethyl, n*prop)^. teoprapyl, n4>utylt Isobutyl, 8ao4)ulyl, 
tsfHni^oraconespimdlrigpentyfihes^orhep^nuScal. CrCialkylis preforred 

Uiwer altoxy Is, for example, memoxy, ethoocy, n-prq>yloxy, Isoi^pyloxy, n-butyloxy, Iso- 
butyloxy, seo^butyloxy, tsrt-butytoxy or a conesponding pentytoxy, hexyloay or hept^cxy 
iBdteaL CrC4aIkoxy Is pnsfenad 

Halogen is especially rmlogen having an atomte number of up to and fndudlng 35, la. 
fluorine, chlorine or bfomlne, and also includes iodine. Chiodne Is prafened. 



SiA)8tance P is a naturaUy oocunring undecapepttde of the tachykinin 

In mamnrads and acts pharnmcdoglcally as a neuropeptide. Substance P plays an Important 



ic(8 In vartom cfistsiddfs, f or exfunple in 9id case 

oertafri (flsordm of oentml nenrous system* mic^ 

phrerte and d^)ms^, and bi coftah nxtfor 

also In inRanrnmlory dteaaea, sikA aa rt»um^ 

diMma of the fasplrafoiy orgaitt, aucti as asthma and chronic 

tha gaatrolntastlnid system, sudi as uiceiafive coSfto and 

hypertension. 

A grem deal d iwoiK la beif^ dona to aifemce the deva^ 

anli^iontetsand, for example, to findajltt4}le8Ut)Stanoe'P*antagor^ having a kuoad 

apacmim of ac8<m that exhibit outstanding £r} v^o acSv^ 

wafi as Improved chemkadalabSty. 

E)denslve phamtaodo^eal studies have shown thst the oompcuntte acc^ 

Invention and the alts thereof antagonise substanoe P to aneqsedally i^efenad extent 

and thus Mlbft tto aymptoma Mueed stibalBnee P« 

The substanoe^'-antagonislng eSeels can be ifomwistmte^ 

meOwds forxmi to the peiaon aldOed In the aiL Such d^ 

ki vhm. For example, the aub8tanoa-P*Muoed tomkatkm of phospholnositol inbiffligQ 

astrocytoma cefia is antagordBed Iff vto tv 0w cotn^^ 

fiteimaceuticatlyeoc^rtabiesansthmtf. ICa values of from spproxlmately 1 nmd are 
found. A suttable test model for the detection of timt Inhibition Is, for examf^e, the (eat 
method of Lee. CM. ef aiU aa described in JLMsorocliara a. 40M (log^. 

In addition the tending (tf^HsubstanceP to bovlr»reftna(ntt^ 

according to H. Bfifiger, Ciba Foundation Sympo^ SL 188-169 (19^ is MMM 

IC^ values of fi(om appioKbnit^ 1 nind. Fdr example, the foO^^ 

obtidned for the target compounds of Exarnplas 3, 4 and 5: 7 nriiol - 8 ranol • 

A change In behavlmr is produced In gerbOs by f.av. acfrnlnlstration of substance P methyl 
ester. That effect can be Inhibits) £rv after peroral admtnlst!^^ 
fomiulaelandiAandmeaaltsthemof. Thetestmethodusedtsthemetlwdof A.Va880ut 
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ef wMch was pwenM 81 Ihe "Suteta^ 



Molecular Phydotdgy" Congress In Wordidstdf, Mass*, tnieso. In that method, values 
offrDmapprD:dmately0.1 mg/kSf^o. am otitian8d,cl9monstiatlng their use^ 
treatment of ifisoniefB of te ceritiBl rierv^ 

fn viv9t using the esq^ertmentai pnx»dure of Lundberg et a!., Proc. Nat Aoad. ScL (Ul^ 
SSL t120-1 124, the compounds dfommlee I and lAand the salts thereof 
Induced l^honchospasms in guinea pigs at a dose of from epproxfma^ 
iMhieh demonetretas their euitat)IIIty fortfie tfeatment of asthma* 

Cont^sarad vi^ the correspondb^ compounds (fiKios»l U) ttie Eu 

having fha PubDcafion No. 532466 A1, the compounds according to the Invention not only 

haire markedly iietter A} iflfMD actii%. tiut they also exhIM 

stak^, for example with respect to baqfgeOi and ehhanced oial bloavaQaUBIy. 

Thesubstance^P-antagonlstscf fomnulae I and lA prepared in accordance with the 
invenfion and the pharrrmceuteiay acceptable salts thereof are acconflngly outstandingly 
8Uftat)tef6r the therepeugotreatnwm of the pathol o gtcal symptoms 

The invention relates also to a method of treatlno disoidere induct 
admbtetrcdton a mei^^ 



The present Invention relates also to the use of a oompound of fomiuia I or lA 
pfuunmaceutlcdly aooepiattfe aalt tliereof In ftts prepaniflon of medtcamwis for ttia 
treatment of disordeiB Induced tjy substance P. 



The Imrention relates also to the use of compounds d ionnula 1 or I A or of the salts th^^ 
as l^ochemlcai tools, for example for the identtfica^arKl, p(»^biy. the protUlng of further 
potent sut^stanc^P^antagonlsts. 




pharmaceufically acceptable aaft thereof . 





The invention reiatesespedatly to compounds of formula lA 



.fi. 




(lA). 



wtieiein X 16 CH or N and Y to K and Z Is hydR^ 

The Irivention rentes above an to cmpounds 

N» and Z Is halogen, sui^ as cMoftne, and to to aaRs teieof. 

The Inventton lelatasepedfksaOy to the oompounds 1^ 
and to the salts thereof. 



•••• 

i • : 



M : 



iTie Invention rtfatas also to p i o o es se s far fte piepaiatlon of ttie compounds aoconflng to 
ttie invention. Those I 



a) reacting a compound of femRula(aa) 
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wherti n X and Y are as Mined and the ling A Is uimbst^^ 
Indicated, wrih a oonnpound of fonnula lib 



m 



wt^reln Qi is free or ethsiffied hydroxy, such as hydroxy^ knwerallasQf or unsutefituted or 
8ut)s6tut6d ph&iQxy, or is raacli¥0 esterlfled hydioxy, such ashalbgen, espsdally chlortno, 

o 



or a radicai of tha foimula 





or wKh a salt thamof; or 




wherein the ring AJs unsitetltulad or Is subsfituted as Indicate 
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wharefr) X and Y are as defOned and Qi is f (Be or etherf 

^coxy or unsubattiitad or substituted phonoxy. or to reacttve esteiffied hydroxy, such as 



halogen, aspeclanyehloifnd, or a radteald the tonmite ^ > — & .or 




wQh a saft thereof; 

Bnd» If desired separafh^ a mlxture of teomers obtalnabid by the process and tsolating the 
desired Isomer and/or conveitf rig a free compound 1 or lA obtainable by the process into a 
salt or oonvertfng a OA of a compotrnd 1 or lA obtainable by the process 
oompound I or iA or Into a diffeient salt 

t 

Salts of starttrig mate itals having at lea^ one basic centre, for example those of formula lla 
or nia, are conrespondli^ acid addltkm sails, whb salts of staffi 
giojQ). for example those of tomiuia lib or lllb, are in the 

» as described above tn connectton «mi covre^iORdlng sails of fbmnita^ 



The reactions descrftiedfwelnbefom and hereinafter in tfttV^uiant^ 

nrmrmer knom per ae, for example In the absence or, genemlly 

eulteble solvent or <filuertf or a mbeture thereof, the reac&ms being carrfoi out as required 

iwitt cooOng, at room ten9)erature or wtth teadng, for example In a temperature range of 

from approximalely -80^ to the bofling tempemture of the reaction medium, pnsferebly from 

approoAnateiy -1 to approximately -i^lOO^t^, and. If neceasaiy, in a dosed vessel, under 

pressure. In an Inert gas atnriosphare arxVor under anhydrous conditions* 



> 
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Rroasg vartwtfB a) and tik 

The condensation to lomi the ondde bond can be carried out In a manner known per se» for 
OKantple as described In etandaid worte, such as Houben^^W^, "Meltoderi i» mgardr 
SGhen Chemto*, 4th ecfitioa Vblume 15/11. GeorgThleme Veitag, 8tut^ 1974, The 
Peptides' Gross and J; Mdenhofer, ecte.), Vdumes i and 2. Academic Press, tondon 
and New York, 1978nd80, or 11 Bodanszky, "Pttnolples of Peptfcto Synthe^, Sf^fr^er- 
Vertas,Bei1!n1884. 

The condensation can be earned (Hit fri the presence of one of the customary condensation 
agents. Customary condensation agents are, for exampte* carbod&mldes, for example 
dietfiyh. dipropy^ or N-^hyl*frK?<fimetf)y(an«iopmpyl>cai^^ or espedally dk:yclo- 
he)9lcajte(8lmlda, also stdtabte carte 

l^-oxazoQum compounds, for example 2H^*€i3h9iy1«l,^'OxazoI]um*3'-&ulfdnate and 
2-tert-but^-5HFnethyllsoNazo!ium percMoreOe, or a suitable aoylamfno con^nd, for 
example 2**ethQx^1-ethoxyGait)onyl-1.2H%drDquM also activated phoBphoiiccnid 
derivatfvee, for soeample diphenylphoqahofyl azidei diefhylphosphoryl oyaitide, phsnyl-N- 
pheny^shosphommidochlorMate, bis^-oxo-3-oxa2x>IidInyl)phosphinjc add chloifde or 
1«benasotflazalylcKy'1rl8(dlmetfiylam^^ hexaSuorophosphate. 

if desired, an ori^nlc base is added, for 8XBmpleatit4owera!kyla^ 

radicals, for example ethyl dasopropyianto, er a heteiocydio base, for example pyridine, 

4'dimet}ylaminopyd(flne or preferably N-fnethyimorpholina 

The condensation of a carboyllo ecu haRdSi for exEonple a conr^^ 
be canled out ^ in the presence of a suitable bero wflhrart the adcffi^ 
CQupibig component 

Tto cwidensasion Is preferably cairied om in an inert, polar. 

solvent or solvent mbdure, lor examiiM In a carboxyllc add amide, for exampte iomnamlde 

or dtmethytformamMe^ a haiogenated hydrocarbon, for example methyierm chiortde, carbon 

tetrachloilde or chloiobenzene, a Ketone, for example acetone, e cyoUc ether, for example 

tetrahydrofuran, an ester, for exarnple elhyl acetate, or a nitrne, for 

in a mbdure thereof, as appropriate at reduced or elevated temperas 

tanperaturs range of tram iwrasdmaiely -40^ to approxbnateiy 4>10(rc, prMmbly from 



oppnoxtmatdy -1 0°C to &ppnoxfni£tf8fy 
phoiie^ for oxaniite a nttrogOT flbnosphsiB. 

Readlvo add <i8rhffiBv8s can also be 

Tlw atartir^ maleffal d fonmda (lib) and (tt^^ 
knownpersa.. 

Conipounda of foRnu1a(nia) can ba prepared in a (Htttu Foraocanipia^ a 

compound of fdnmild 




wherein Gb Is, for examf^ loww aUcyl or phanyl-losm a^ 

aQ^latad. for exarm^ by nntoUon wim lovrer alkoxy-haiomethane, such as efhovy- 

ditoromathane^ h me presence d a bas^ and the oompotmd of ftmnula (m4 




thus obtainable, wherein CU for example, lower aOcyl, btreat^ with a nltrlle» such as 
acetonltrile, in the presoftte of a stror^ add, siifih as cltlQrDsuHdn^ 
compound of fomuda (Die) 
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the •<X*0)-O(^ finw removed by treating 
hydnlMoinlo Add* 



For the prepamtion of an enanfiomarfoaliy pure compound, In a compound of fofmula (IIIQ 

-HN 




• • • 

• • • 



thus obtainable, the seoondaiy amino {(roup is acylated wRh an opticaSly active compound, 
siich. ae a conaspontfln^ 0-eiylaled i^hydmxyeari)^^ 

therecrf, tor example C>ao8ty(K'»)mandelic chloddBi and ttie dtesteredsomerlc mfadure 
thus obtainable rapaiated in a ntanner kmmm per so, (or exeunpte by dtrontatography* 
When the two gio^ps h»« been removed, for example by ackl hydi^^ 
example with hyilfudiiodc aold» a compound of fomwia (U^ 



nUNHj 




(tug) 



-Il- 



ls obtatnotL 

The 4-emlno groi^ of ampumtfi d formutei OHg) te^^ 

known perse, for gxample macgon vrfm bgrcaktehyde^ Vm the a,frbi»UgluoRi»Brif lyf" 

tanzoy) group Is fntroduoeA fo* exampto 

«4m a compound of fonnula (lib), and fhs proteotiri^ 

lemoved, for example iy treatmem wKh an afiid, 6UG^ 

conespondfa^ ccffnpound ol lonnufA 0110} to 

Compounds of fornfEita (lla) c»i be pi^)arBd la ma^ 
compound of fonnuta (lU^ used » starting matEKteJ and is 
described for Fhmess vaifam b), vrttfi a oon^ 
coupOr^ raageiitt and the Goriespondtrv (ezBr)riaphttioyl gro 
corresponding cun^Kiund of formuta 01a) Is thus dMafn^ 

The lni«rtfon Is fllusbatedespecfaOy by the Bcampies and relates eta 
ownpounds mentioned bi the Examples and to flie proossses tor tfte prepamion tfWBoL 

Resultir^ ^tts can be converted In a manner knowi perse inU) the free compounds, for 
exarnple by trealmem a base, such as an alkalt ii»tal hyd^^ 
rrotal hydrogen carbonate« or ammonia, or arsother of to sfiit«lonntng bases mentioned at 
the b&QMit^ or wBh an adct sut^ as a mlneraJ add,forexamptewf9ihydrophk8tcadd,or 
another d the salt-fonnlrQ acUsmerttorted at the b^lirmlno. 



• •••• 



•••••• ftaulllr^ salts cart be converted Mo dlffmrtsaJts In a manr^ 

saRs, for exampie, by treatmem wdh a euftaue metal atlt, ttich a^ 
saver salt, ctf a different add In a AdtaUe sotvent In whidi an Inor^le salt being fdimed Is 
lnsotid)Se and Is theiefoie eBminated from the reacSon equQIbrlum, and bssie salts by 
fmifig of die fm add artti Goriyefitfon into a salt agalri. 



The compourvts of fonnula t and I A, Indudng their s^ts, may be obtained in the fomi 
of hydras or may Include the solvent used for cr^talBsalicn. 
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As a rB9utt <^ thd close r^ationshlp between the 
tomi of their salts, hertfrmbovB and heralnbdow any 1^ 
th^saits Is to be undefslDod as fnoiucfl^ 
comjxHinds. reepediveiy, as appr^^ 

Resulting mixtures of diastereolsomem and mixtuies of laosmates can be sepaiaied In 
known manner Into the puie (flaslsreolsoineie or iBcemales on Qie basis d the physlco* 
chemioal diflerenoes between the constftuents. tor example by chromatognaphyamVor 
fiaotlonal ciystanisatioa 

Resulting tBcemates can also be separated Into the opl^ 
for example by leoystalHsaiion ftpm m opM 

organisms or by iBBcSon of the resulfing fflasterecisomerien^xtureorrBcematewlthan 
optkaDy ffi:ttve auxIRaiy omipourdf for mmple according to ^ 
aOy modinable groi^s presem In Gompowids of for^^ 
acid, base or an optically acSve aibohol inlo fiMuies of dl^^ 
functional derivatives, euch as esters, and separation thereof into the dfasteredeomeis from 
wt^oh the desired enantlomer can be freed fn the appigprtata custormoy manner. Examples 
of suitable bases, adds and alcohols are opticaliy ac8ve alkaloid bases, such as etrychhine,. 
dnohorrfne or bnidne, or 0* or U(1-phenyQethylamlne, a-j^iecollne, ephedrlne. 
amphetamine and similar synthetically obtainable bases, optically active cartxsxyDc or 
suUbnIc acids, such as quinic &M or O- or L-tartailc add, 0- or i.-Kfi-O'toluyltartartc add, I> 
orL-malicacid, D*orUnandeRca(M orO-orLHamphoistiltotea^^ or opticaliy adhie 
alcohols, such as bomeo) orD* or Lr(1«phenyl)ethanoL 



The Invention relates also to these lomis of the process In a oon^xsund obtalru^ as 
Intermecfiate at any stage of the process Is used as starting material and tte remaining 
sleps are carried out or In «MGh a starting maiei^ 
specially, Is fomiedunderthafQecSon conditions. 



Ihe irwentlon relalss also to ttie novel starting mateitals developed spedficaOy for the 
preparation of tt» compounds of ttte Invention, espedally to IhoSe starting matertals 
resuftmg In the cort^nds of fbtmulaa i and lA that were descdbed at the beglm 
Mrg preferred, lo processes for the prefxsirafion thereof and to their use as Intemnecfiates, 
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{nduding the compound {^AS'yHiA^Sfiriitemwm^ 
{riper6flr>4-ya-Q08tBi!ild8. 

. s 

The novd oompountfs oftoimulaa I and lA can be iieed. for isxample, (n the form of 
pharmaceutica} compo^ttons thai Gpmprfse a thempeuttc^ 
ingredient, optionally ti^elher wfth tnorganlc or organle. sM or liquid, phamnafiffiittcaQy 
eooeptabld canfeis tat am suitahlfi for entemi, for mtmple oral, or parentacal admtntstre* 
Hon. There are used, for examine, tabtets or capsule that comprfee the aeflve 
Ingretfieht togetharwffii dOioitSi for example lactose, dextreee, saccharose, mannilol, 
eortAd, cellulose and/or tidntoints, for exempt tillca» taICi dearie ^ or saRe friereof, 
such as magnesium or Galium 8«earaSe, and/6r potyalh^^ 
comprise bindemi forwmple magnesiim! aluml^^ 
wheat, rto or arrovmol elaii^, 9tfaiia tregacan^ 

cellulose and/or f^lyvtny^jyrroltdone, and, if deslied. d telnte g ratore . for onmple starches, 
sgar, alglnic add or a salt OuBtraf , for enmple sodium algtnaie. and/o- ^n/M»nt 
rvdxtuma. oratsortMnis, odiourifiosi 

tomnulae I and lAcan dso t>e ised inthefdmi of parememfly admlntetratsie compositions or 

In the torn of infusion solultons. Such solutions are prefenaUy Isotonic aqueois sohi^ms or 
suspensl(»« wftfch, for example In the cara of lyophlQsed compositions that coropitee the 
ac8ve Ingredi^tt on its om or together wim a carrier, for example m»^^ 
prepared t>efore isa The {4icmaceu&»icompo^&3n8rrayt)e8teriIi^ and/or may 
comprise exdf^wtts, for example (He^ivaflves. stat^filsem, wetSIng agents end/dr 
emul^fiers. soOit^Bs^ adte for relating me o^notic (ffirastire and/or buff^ The 
pTmrmaceutical cwnposKfonslnquestton. whicKifde82rad,naiycornprisefuft^ 
GologlGaOy aeihn substanees, are prepared In a manner loKiwn iMTi^^ 
means of conventtonai mbdr^, granulaflng, confectioning, dissd^dr^ or lyophlllsii^ 
processes, and ccanprf^fiom approximately 0.1 % to 100 %, espedaliy from a pprm dmat rty 
1 % to appro)dmateiy 50 In the case of lyo^^illlsates up to approximat^y 1 00 %, active 
ingredient* 

The Invention relates aiso to the use of the compounds of formulae I and i A, prtf eral:^ in 
the fomi of ptomaoeuSoei compositions. The dose can depend on various factors, such as 
the niKide of adrntntetratlcm. species, age and/or indivldu^ 

admif^stered are, in the case of oral edminlstradon, from apprexftnateiy 0 J2S to approdm- 
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aiBly 10 ms/ks, ami in the caae Of w»m-bk)^^ 

imately 70 kg» fhey are pii^effibly fnmi ap^^ a}Sj^mal9V600nig» 

The toncw^ Exampta iB^^ 
andpmssuiealnmbar. 

Exampial: (2R,4S)-N-I1 <3JMliB'Maomvg/l^^ 

4-Gartxsxamicle . . 

asokiflon of 4«16g (Oier mmol) of <2R^}-24»nzyi»Hd,64>f8-tifiliK^^ 
4-f^rkflnean^ lEPSXt456A1. Exwi^zto 3B 9), 1 .84 g (las mnui) of qulnoOne^- 
eeofof^c add arKi 8 ntl (21«3 imnol) of bf^^ 

ioa bath is rentovatf after 10 inlniitsft* lTia rBadlon mMire fsataed fbf 4 hoi^ at room 
tSRipoiatuiB and then diiulBd wid^ niathylane chknlde. Ttie oigfirlte phase to e xti fictBti wKh 
aqueous 10 %dtfto add and vvfthlNpc^tssIum carbonate sdution^wae^ 
dried over magnesium sulfate and conoentiated to dryness evaporeBon. The cnide 
product Is chromasogmj^ on SQtea gei with m^fiylene chtolda^^uetone (7:3). Ito tMe 
compound is oiystallfsed from methylene chtoifde/iBtlienlhexBne In the form of twhtte ciystals. 
M.p^ 1 arc; TIjO. methylene cModdetaeetone (7:3) FV» 0^ HhWlSi M'e 585; [alphailO » 
^ 9.0 ((^1 1 mettiylene chloride); anal^ cda: C » 63.59%, H= 4.dffik. N » 7.18%. F s 
19^7%, found: C 8 63.50%, Hb 4>U)%, N « 7.16%, F « 19.45% . 

^ . Q 
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AnalogtHisly 10 Exampte 1, 2S2 mg (1.46 mmoO 0^ 
m8tliyl4»nzayHi4>MfirraaR^ 
niumd) of U8(d<nQ>-3H9xazD^ 
trtethylamlne and 566 mg (1 ^ mmd) of qu!nazdto-4-GBit»xyito add. The fiHe cortqixiund 
is obtalnad Inthe foim of whto crystate. M.p.: 92-172%; TLD: hexarmtothyl aoetate (1 :1) 
IV 037, FD-MS: MTa 586; [idphaJD » + 1 ^ {cniO.98, malhylOTa dHorlde). 




pxamptea: ^,4S^^^1*^,5-Bi8»tri!Itt0lOln^ll1^^ 

A solution of 1.70 g (3.65 nmio!) of ^ASyi'tS^fi^iMtf&umttiS^^^ 
baizylHdp8ifdllne-4-amln^ 

OhlorfteteaddfiddioimteeatO^loasolutkmo^ nunoOjof qtidnoUnM- 

taibOKyflcddd€)iIcf1dehydn)chloif(f8[A^^ GQngO'T, Qoy&dJ,CumG,F^igu8tA, 
tmdonJM, Ostotonto C; Gfoamc A £ur. J. 

in^hylenechtoykfe./ybr15houf8,aftirtf^ . 
addchlorfd8liyclrDCMoittoandafttitf!8rO«1 ml (1.0 mntol) of tifotfiyiainind are add^ and 
the mixture is stirred for 3 tioum. IN hydrochloric add is added Id tiiernlxturett^^ is then 
extracted ethyl acetate. The organic phase Is washed with 1 N 80^ 
solution and with intne, dried over soc&im suifate and ooncenttated. The re^e to 
ciysled&eed from toiueftt and ytaldslSielille compound in ttiefonn of white ciysta!^ 
|yi4>. 2XMS}frC (phase tran^lion 135-140^; TLX): ethyi acetate: RfO.48, m-m: 
619(821). 
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The Starting nw^tal can be prepared* for exam^ 

a) N41K4<:hfem>4mz0>'^^ 0$ter 
A suspmi^ of lao g of sodhmi hydride (80 % In mln^ 
luran rrHfl is heaM ftf lefiisx under argon. A soM^ 

ben^ -but-a«nyq<8ibamlc add methyl ester [MoCatty FJ, Rosanstot^ PD, PatiM JP, 
mfOGlDD.Ashtxm^Benoeiiia VbW, J. ii^odL C/ien^ 196B, f1(9,S34]in SOmlof dryTHFIs 
added dropwise thereto in the couTBS of 1 hour. Th^ 
2 tiouie unOl evoluftm of gas 6ut)sld^ Ihe mi^^ 
ethyl ether Is adcted dropiwlse in^uch a manner that the reaction tonperature does not 
exceeds^. The iiMufe Is twi healed slowty to 25"^ ami stfrredf^ . 
the leacQoaBocess^umhydrkto is destroyed carefully with 1 ml of water before iRore 
water Is added. Ihe iteses are separated and tna aqueous phase is extracted again wSh 
tertHbutyl methyl ettier. The combined orprtf e j^taaes are waahad wRh brfne, drted over 
sodium BuifatB, and cm Kamtr ate d 1^ evaporation. The cwde product is distilled at 0,1 mbar 
and !w alxrfling rsngeof IZO-iast/. UC: ethyl aoetale/hexane (1 ;6) R^O^ R>MS: 
M*« 311(313). 



b) ^,4S*)^Ace^lamira>^*<4<hloro4>6nzyOid^^ add meltiyl estor 

At ^Ura, 20.6 rnl (S(» mmd) (rf chlorcsulfonlc add are Introduce into 500 nn^ 
nitdle. A solution of 4a0 g (154 mmd) of N-[H4HdilorotenzytHHn-3*^^ 



cartsamic add methyl estsr In 50 ml of acetorutrfle added dropwlse in such a nwmer .that 

the (Bacdon toiiperature dods n<tf eocoa^ The ml^ 

at -15^ before 370 iiU of ^ «»Sum hydioxida aotinbm aiK^ 

fiodhun hydrogen caitttnaiB.sdilution ave added to ttie faaeOon. The phases are aepaiated 

oM the BC|Meoiifi phase Is ten qxtipsoted twtee- with tourens* The coinhfned oigante phases 

are dried over sodkOTifiUlfeta. lite crude product te orystafl^ 

tUe compound In the fomt of whHe oystals. Hp.; 1 68-1 70^. TLC: methyl&ie chlorfaie^ 

methand/tona ammonto (00: 9 : 1) RfO.42, FIVMS: M^b 325. 

e) (^ASryf<^1^4<Sfi(m^^ 

51^ ml of 93 % hydit^ Imi^ tn add m added to (2R*,4S*)-^^ 
(4-chlonD^ren2yO-jpipeifafin&-1'«art)^^ add methyl ester (30.0 g, 92.3 mmd). After 
1 6 houts» 200 ml of water are ac&ied to the mbttire «^ 
The aQueoig phase Is lefidMd tiado and extrected twice vQh ethyl acetate* The of!9^vtfc 
pha^s are drf^ on potcsstum cartxirate arKi ccnconlfated by evcqporatlon using a rotary 
evaporator. The tito compound crystalQses in the fomi of a tiydrochloflde from BOH/etf^ 
eoetata. VLp^WMBB^UDi rnethyIer»cMortdefttwt ha nfltom armnonia (8Qe8:l) Bf= 

ai7, mmt (M4>ir»2e7. 

d) ^S,^4S)-Acetlcadda44<«cetytamlmh2K4*^ 
phenyl**e9iyi ^rter 

Raoemlb KptiA^iiitta^^tom^^ hydrocMoifde (20.5 g, 67.6 mmd) 

Is tntioduced with vfgomis sflnfng at 0^ Mo 34 ml of 2N sodium hydioodde sdutton, 
150 mi of a 10 % aqueous so(Sum hydrogen carbonate sohifion and 50 mf of methylene 
chlortda m me ctftosa of 1 hour, S(4^)0-ac^l<nandelte ac&t dtioride {Prec^ 6, Ana, 
1859, 622; 101 (14.9 g, 70 mmd) is adcM dropwtsa thereta The mixture Is then stirred for 
1 hour at +4^ The phases are s^iaraledi and the organloitase Is dried oweocStim 
sulfate and cancer itreted by evaporation using a mtary evafKuator. The tl8e compoimd is 
isolated In the fomt of the pure tfestereoisomer after cr y sta iOs a t ibn twice fnwn methylene 
chloifde^ftHRrtyl mett^ etter. M.p.: 2(^11^. TIjO: metfiylene chlorfde/lsopnDpartol (9:1} 
0.^, FO-MS: ATs 44a [alphaP » * 77. (c»1 , methylene dtotde). 



The mother Oquom oomprto mainly tfie non-crystalBna diasteiBoisom8r^S,2S»4R)4^(4- 
dikmy^zfi'H&oeli^^ UC: meUiylsna chloride/* 

Isopfopanol (9:1) Rf 0.70. ' 

0) i(^4S>-1-(3>a8-tifikiO(Qm80iyl^^ 
(?S,2R,4S)-Aoe6c add SSr\fiHSoelt!jft^^ 

ethyl estdr (37.4 g, 81S mmoQ Is boBdd under reflux for 2 days m 370ml of 6N hydroohtodo 
ttdd Allar oooDngi the mbdm l8 

and cortoemrated evapomfion 111^ a iv^ary evs9^^ 
hyde are added to the residue, wMch coratota of almost pure ^ 
piperHjUne'4'Mtfne (1B4) g, 84J mmd» 100% 
a nstaiy evaporator wttt 150 ml or toluene. 7h^ 

one chkvlde and 15.3 ml (110 mmol)of trtethylamlne and eooled to 10^. Btfr^ifluoro* 

mefhyfbenzoyf chlortde (^7 g, 9a9 mmd) added drop^ 

arid the mixture to then stirred for 1 hour m to oornplM to reao^ 

1 N-liydroGhio rio add ate wkM to the leaollon mbduie and the mettiylene cMoilde is 

lernoved tmder reduced pieseuro using a iDteiy evaporate 

onffi two hornogeneous phases fbrm« The orgardc phase Is separated off and 

heNBne Is oonflmied uritn aD the benzaldehyde has 

ba^ wNh sdid eocSum ttydrwdde and e>Cb»M 

orgaiilc phases are dried over socfium sutfats and ooncentrulsd using a rotary evajHumor, 
GfystalHsatlon from tsrt-txjtyl mtfhyl ether/hexane ytekte the tifle compound In the fbrm of 
whtte crystals. M.p^ 70^^ TLC: methyfore ohiortde/tottanol/donc. ammonia (90:Sn) 
IV 0^. I=I>MS: (lUkir- [aJphap s - izr (o»t, methylene chloride ). 

EaUfifail (^Ft^^H1*<8,S-BMrifluommethy|.^^ 

qulna2(riIne^-cart)oxamlde 

The amtnonium salt of qulna20ilne^4-oart)o>^ 

memamrf and 1 nri d tif ethylarnine Is added thereta The sclutton Is conoen 

rotary evaporator. That procedure is ri^mbd t«rfce 

c|ulna2oIine-4-cartx)xylteacld Inthe form of an oH which, togemar with 0.465 g (1X>nimol) of 
(2B.4ShH3i54sl8-lrlfIuorom6thyl-benaoy^ and 



0.175 mfof trtemylamlnd, is disadvsd in 10 ml d m 

(1 J2S mmol) of t3li8{2<atx>Q<M^^ add cftiorkto addod and the ice balh Is 

removed after 10 mtnutes. 1718 resu:8OT 
and ttMtn dilated wim mi!)^ aerate. ^ 

SKilum hydrogen cailxinate 8o!ution and brtne, difed over eodium end co n o entratB d 
to dryn^ by evapoiHfioa The cnide product Is chiom 
(1 :2).The 8tle compound oystalQnd from etiiyl loetata^^ 
ci^lal&M.p:118-1»SPC;TLC: ^aoetBteftiBxane(1 :1}Rt8a«;FD^^^ 
[8lpl«iI0 » -1 BJ (c»1 • mefhytoie cHorUek analyste: Geda: C « ^i)3%, H s a73%. N « 
94S%, found;C8S74eyiiA^ N«&9%. 




Example 5: (2f^4SH4{1"A5-eMffluomm6lhyl*benz^ 
i80QuinbIlne*1 -caiboxamide 

Aradt^fouBiy to Qtample 1 , 030 g <a64 mmoO of ^n/IS}-1 -(SiS-bMrffluorometh^^ 
txTwa^'^-iA^itiAoto-^as^ d methyler» cMoilde Is r^^aed with 

0.18 g (0.71 mmol) of bfep^xo-aKscaanltdlnyllphosphin add chloride, ai8 ml (1 .30 mrnoQ 
of titemylamine and ail2 g (a64mm0l) of leoquino0ne-l-cafbO3^ add. The cnide 
pioduot to dirornalogmfM WBh ettyl acrtertaAiem 
crystaBIsed fim ethyl aoetate/he»me In the fo^ 

ethyl acetate^hexane (1:2} Ri »a30; FD-MS: yr« 610(^1); Calphap a -11.3 (csi, EtOH); 
analy^ calc: C s 6a08%. H s 3^0%. N = &73%. f mind: C » 61 .0%. H o 4.5%. N » 04%. 




c|uinazollne'4*caftxranfiM8 

Analogoutiy to Exampla 4, 0.14 g (028 mmoq ol (2ir,4S>1K3.64)l»-trlfluoibm8tt^ 
b8nanyl)-2>(4-{mrD4»n^ In Snil erf meiriylene chloride Is reacted wrtlh 

00^ g (0.32 mmol) of bi8(?*oxD^&<xxa28n^^ ail ml 

(0.75 nmwO of trfettiytanrine and 0J)S8 g (adO 

4-oa!t09^add(Amnf«goW^ fd87,44q.TneGiude 

pipduot chromatograi^ «^ ett^ aoetaie^ 
from ethyl a(»tata/lmdne &ri the fonn of wfto ory^^ 
cMofide/imihanQi (19:1) Ri « 0^! FD-MS: r« 631 . 
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Tho stBrtIng niatdifai can to prep8iB(l« for 8x8m 
in the pfQ^rK» of.tri9lhylaiita 

In tDlum», 1 i ^ g (42.0 mmd} of phosphoifc acU (fiphenyt e^r ezUe btq added at 9(Kf 
10 2*(4rnlboHton?ylH)&iK^nee^^ (2<4*nitioH»rQylH)miM-erH^ «^ to 
prepanMl enalogoudy to2-(4-dilosDtenzyl)-pent«4-m^ Med CtoAi^ 196$, 

f f ^. fi341 9^ g, 4ao nrnioQ. After 20 mimitsa tite tenv^^ 
rnbdum I8 Iton malntalndd under mfluxl^ 
wa^iol Mce w!m 1 N 6CRQwn rydr)09ck^ 

brine, drted over KKflum sulfate and O Micemf ate ^ 
evBporaior. After cfystalttsatton of the ouda product from tolueno/haxflna, the ttCe 
compound is oUatned bt the fomri of «^ cr^^ 
aoetateftiexBne(1:3) Bf»fK23u 

b) ri-[1'-(4-Nltro4>enzyO^<^-«nylhN-«l^^ add bmiyl »ter 

A nii)du!e of 10 nd of aqueous 50 % aodhim tiydr»(l^ 

and ISO mg (0»4 imnol) of bera^tiflsuQflanunoftluin chtortde is stlned v^ofotnly at 5-10**C. 
After me Gkicmion of H4^nitro-benzy(H3u^ 

2a0 nvnol), 2.d4 g (2B mmoQ) of chlommelhytetinri ether ate added diopwlae overa petfod 
<tf 2 houfe**nie mixture Is Oiensttrod fori hourat room temperature, dOulediNtthloe and 
water and extiaclBd wHh mtfh^^ene d'Aoride. The orgarft* phase is dried over sotSum 
striate, concentrated to diyness i>y 6vaporath»r) and chromatog 
hexane/iethyl acetate (lOrl].Tt»tKlec(mip(KmdtedMa!^ 
TLC: ethyl acetate/hexane (1:3} Rp 0.41 . FI>hAS: M*: 898. 

c} (!iJirA8^Aoel(fimti^^ bavcjfi ester 

Analogcttisly to Example 3b, 5J)g (12.6 mmoQ of N^H4-riltfO-benzyl)-bm-8-enyl]-N-«thoxy- 
rnettiyl-cafbarnlc add benzyl estor are reacted vdth 1.77 g (25.2 
add in acetonttrfle. Chromatogmphy <xi d6ca gel (methylm chloride/melhand fjaSsS)) 
ytelds the tide eornpound in the fonn of a ooiouriess redn. TLC: melhyter» oh^ 
meSumol (8n) 0.40. fn>-MS: (fM^f: 412. 
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Concenliatecf hydrocMoilc add Is added to {2R\AS'yA^aosX!fiBn^ 
55^ for 2 houre» the evokiflimof gasooc^^ 

haacaneandconcemiatedfayavaporB^ uftderiBdut»d pressure using a rotaiy 
evapoTBlor. The tifle compound Is obtained as a hydrochtoite 
omtalnlng 3 moieculeeof water of crystatQadloa 

M.p.: > 25Crc* TUC: metylerw chlorlde/lmemanoVioona ammorda (Bftftl) Rf 0^. 
^hhNMR (200 MHz, Q«Q): Sa26 (d. 2H), 7.59 (d, 2H}.42&4.17(in, 1H). a90^72(m, 1H), 
a40^02(m. 4H), 1J89 (S, 3H). 2.06-1.75 (m. 4H). 

e) (2R^4$*)-N-^•{^.5-a»4lfftiOlOfne^^ 
amide 

2.49 g (9.0 nmioO of 8.54iMrlfluoiDnralhy^ 

1 hour at 0-6*^ to a slined suspension (rf2.S0fl (9.0 nwiro^ 

ben2yO-plp8rklUn-4ifQ-eoetamtde In ml of metf^^ 

ec^ieous sodium hydiogoicaibonatesduticHL The mbc^ hour at 

28<C. The oiganlo phase te dried over sodium suKata, oonoentiate^ 
evaporation and chtomaiogiaphed on elllGa gel wrtm mei^^ 
compound Is ^^jtalned Inthefomi of ayeiowl^ re^TUC: melhyl»ie chlorida/mtfhanol/* 
cone, ammonia (90:0:05) Rr 045. %NMR ^ MHz, Dfi): lotamerfc mixture. 5 BJSas^ 
7.08 (m, 7H), 5.41 (brd, NH), 6.36-6.20 (m. 0.5H). 4.87-4.73 (m, a6H)» 431 -4.30 (m. 1H). 
4.00^.62 (m. 03H), 080^85 (m, a.5H), 1 J8 (8, 3HK 2^1.92 (ffl» 2H). 1^1^ (m, 
2H). 

0 (2R^4S*)^>Acetyl-^K1K3,5-U84rifluofomek^^ 
cartianilc aod teit4Mityl ester 

5.32 9 ^.0 nvnol) of dl-tsn-buty) cloaitxmale are added h 

sac. of 6.9 g (ia34 mmd) of (2R*,4S>N^1-(33-Ws-trffluoiomethyf-benxoylK^ 

benzyl)-plf»rU&i-4-y[hac8tam(de. ^JG^ g (ia34 mmo!) of 4-N,NHilm6thylamtm^vTidto and 

2.02 g (20.0 mmot) of tdethylamlne In 25 ml of toluene. Tttt reaction mbdure is Ihen birred 

for 18 houre at 50^. After ooODng, the reaction mixture Is dButed 1^ 

with dilute hydrochloric add to pH 3 and then with t)rtne. T^ 



.23- 



sodium sulfate, oonoentratetl to dryness by evapof^^ 

(Itsxafwtethyl acetate 2:1). The Oilecompound is obta^ 

TLO; ethjfi acet a tem» ane (1:2) Rr 0,40. FtVMS: iyr:617. ' 



g) (2fr,4S>1Hd,5-B!8-trifti(»fom^iy(-b8r«^ 
A solution of 200 mg (0^ mmd) of (2R*,4S>N-acetyl-l^-(3,5-I^Ruom 
t»n20yl)-2-<4-nitn>te)zyl)-pipeikfi^^ add tert-buty) es^ b aiftied In 5 fitf of 

niethanol to asolufion, sOried umfer an !^ 

hexane (1 .6M). After 1 nour, 5 mg (0i)8 mmd) of aosQo add are sdded and the nMura Is 
ooncmitmiBd to dryiffiss by evaporafioa The residue is iBk^ 
chloifdeand1J2inloftif9uoraaoeltoa(A)andthemb(t^ hours at nxvn 

tmpeiature. The mbduie Is dliutad irtth metKylene ^ 

hydrasdde aolufion. The oigaiHc phase Is dried oversodiiim eutfcdSi mteied and oonoen* 
tiatsd to diyness. The tfUe compound is (dmifned In the torn) of a 
rr»tharieftnethanol/tonc. ammonia MHz,DflO): 
ralameitemixturo; & BJSMMfjm, ^ 7.84-7.78 (m. 1H). LBO-rM (m« M). 7^-7432 (m, 
2H). 5.40^.22 (m. aSH), 4^.68 (m, OSH), 4.00^ (m* OSH). 3.68^00 {m, 3H), 
a82^70(m,0.SH),2*20>1.8S(m.2H), 1.8*12 (m»2H).' 

Fmmr?'^?' TabletB, each compiistng 50 mg of (2R,4S)*N-[1*(3i8*b!s-tilfiiiomm6myl- 
« benzoyl)^4)erBByH4>eddin4-^^ 

hydroohloffde^ thersofi can be prepared as fdBows: 
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fifCTPflgBgn (IP QQQ tabims) 

acltve Ingredient 80a0g 

lactose BOaOg 

potatostarch 3S2.0g 
gelatin 8.0 g 

tido eaog 

magnetfum stoarato 10.0 g 
sifioon dioxide (M^ydtepeised) aaog 

etham^ ^s 
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ihe eeOve ingredSent (8 mixed with tlw lactose and 282 g 

molster^ wHh an e^anoUc soluQon off the gelatin and gr^ 

diyfng, the remainder of the pctoto stan^ ttie nra 

(fioxide eie mbod In and the mixtufa Is compressed to 

145.0 mg and comprising sao mg of active Ingredient; me tattfeiB ^ 

presided virith breaMngnoiches for liner adaptation of th^ 



jemiUllfiJi: FIlm-G^^ 

nrat»q4-bernoy^tenzyl-plpei^^ or a salt. Iter mmple the 

hydioehMdei thereof* can be prepared aa Mowies 

CsffliiazgWon (for 1000 ff^^ 
active Ingretitont 100.0 g 

lactose 100.0 g 

com starch 70.0 g 

talc as g 

caldum steafate 1«5 g 

hydraxypfCfiybnethykseDulose 2.38 g 
s sh^lac 0.64 g 

water q.8. 
methj^ne chkulde c|.8. 

The active ingrecflent, the lactose and 40 g of the ocHH starch are mixed a^ 
a paste prejUUBd frem 16 g of com stani) and wator (with heating) an^ 
g lanules are diled. me remainder of the com etarch, the talcum ^ 
are added and mIXBd Mh the grenUlas. The irtbdure is oompr^^ 
280 mg) vvl^h are theri fOm-ooaled with a solution of the hydros 
the shellac In methylene chMd^ final vrel^ of the fflmKXMt^ 

£2iaiDDiaft Hani gelatin capsules, pm 
(2R,48)-hKlH3>5H^trifluon)nielhyl-{renzDyl)<^^ 

amide or a salti for exan^ the hydrechlorkte, thereof, can be preparedi for exam^ 
follows: 



CampMltton ffar 100P caaautesl 

acdvdtngrecflent lOftO g 

lacKose »ao g 

m te roqyatefflnecrtuto 3ao g 

sodhm hnnyl sulfato 2.0 g 

msgnmum stsfliBlo ftO g 



•••• 



•••• 

• • • 

• • • 



The sodtoi lauf^ 8idfab Is added 10 019 lyophfliBsd «^ 
0^ mm mrah filze. The tm coit^onMto m 
added through a itoiA of ae fnm mesh fite ami tt^ 
^ifou^ a tiara (tf 0^ fimi me^ 8lza The mixbire ts fhe^ 

Alter mbdng (Or a further 3 mlreites, ti» 0 hanl geia^ 
Of tne leauRnV lOniaiiautin. 

Exempt ID: In flntfrnneranakmous to that described^ 
pt3ss8)te to pfspara phannaceuficd oomposlfions comprising a <fflierent compwid of 
fomutfal orlAorasaltttiweof inaoooi dflr weiidthcnecrfttealMwPiei^^ 



Throughout thb epedfication and the tHabtm wMch follow* untee the owUbxI requires 
otherwise, the vrard 'tempris^, and variatfons such as ' ter wpris ea^ or 'to^^prtelng^ 
be understood to ImpV the inclusion of a stated int^er or st^ or group of Megers or 
steps but not the exclusion of any oth^lnteg^ or step or group of tntegers or steps. 
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The clalnis deflmiy, the itxvenuon are as roLLovs: 



1 . A compound of the formula 




wherein X and Y ara each IndepemientV o{ the other N an(^ 
•plly. .. unsubstftuted or mono- or poIy-»ibstitut8d by subetituents setecled from Ihe gioup 
* consisting d lower alkyl, lowo^alkaxy, halogen,!^ and trffiuoromethyl; orasaltOiefBof. 

|.^*«^ 2.AcompoundaeoorEfingtoclaim1 offomndatA 



•••• 
* • 
•••• 




(lA). 



wher^ Xl8CHorNandYt$N.andZis hydrogea halogen or nitro. or a salt eieieof . 



3. Acompound according to dalm 2 of fonnuta lA. whereInX 1$ N orCH and Y Is N, andZ ts 
hak^, or a salt thereoL 
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C8ltXJX8ITllCl8! 

cAfboMBvnIdds 

or li) odfiti oass ft 08tt IhofBol 

5. A melhfMi for Ihe trMmetst or pn^hy^ 

oompiMfig edmlnislBrlns to a sid^ect a pharmaGeullcayy efbcHve amount of a 
compoufid aocordftftg to any one of dafere 1 to4 or a pto m a o e tit ica n y accepta bte 
sattthOTBOL 

6. A phamiaoeutical composHlon comprising a compound 

dalms 1 to 4 or a phanrmceuticaBy acoeptabia rait ttmeol in assodotbn wftti a 
pharmaoeutically acceptable cantor andtar dihienL 

7. Tlwueeofacompoimdaccoidlrvitoanymeorclaimsl to4inthapr^^ 
of a pKafmaoauttadcompodidon fbrlhe tiealniantof di^^ Induced 1^ substance 
P 

'a A process forthe preparation ofa compound aooording to 
4, which Gomprtes: 

a).ieacting a compound of formula li(a) 
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wherein the rfaig A iinsubsmuted or Is substf^^ 
formulBlilb 



(nib). 




wton^ X and Y are w ddlned ami Qi l8 free oretheifM 




hydroxy or a radical of the formula S\ J^"^ .orwfthasatttheieol; 

— 0' 

artd, rf desired, sepamfing a mbcture of Isomero obtainable tfw pR^ess and baling the 
d^red Isomer and/or cortverting a free compcMmd 1 or lA obtatoble by the prooess frUo a 

r*'*: salt or conveffing a salt of a compound I or lAobtabmbto by the process into to 

r***: compound I or lA or Into a dlffeient salt 

• •• 

^* CGnqxjunds of the fonnula (l), methods for their nanufactuxe or pbaraia** 
* ceutical oanpositloQs or methods o;f treatneat involvjUng/oontainijqg them, 
substantially as hereinbefore described vith refecenoe to the Samples. 



Dated this 10th day of October 1995 

By J ts Patent i^tomeys 
wnSS OQQULISCR CAVE 
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